


INTERDEPARTMENTAL CORRESPONDENCE 

FlXX4: M. F. Lukacmic, study Dire&x- DATE: 8/12/91 
K. J. Watters, study Tkhnician 

R/L: Non-Discretionary 
El: T. Ha, Spansar 

SIUDY DATE: 8/8/91 

RATGAm?IcLEs1ONSIuDY- - MMBER: QH-1498 
Pepto-BisnnlwithSimethioane- 

SIUDYNO.: EIQHstudy--53 

plenbiectiveofthisrat~wasto~~iftheadditimofsimethi~to 
Pepto-Bisnol(asanarrti-gasagent)Gxxildaffectt~~effectsof 
Pepto-Bismlagainstethanol-i.rd~~d gastric-. 'Ibfozxcdatim ofFeyto-Bisml 
withsilnethiconewereduatedin~study. Pepto-Bismlwithcutsknethimnems 
used as a positive mrrtrol. Watf2rwasusedasanegativeamtml. 

~tsof~rat~~catethattbeadditianofsimethiccaretoFepto-B~l 
will nut adverselyaffecttheputectiveeffectsof Pepb~Bismlonthe gastric 
-. 

?heobjectiveofthisrat~wastodetermineifthe~tianofsimethiconeto 
Pepto-Bisml(asananti-gasagent) miLda.ffectthepmbctiveeffectsof 
Pepto-Bismlagainsttzthaml-M gastricdamage. ZtrofcmmilaticarsofPepto-Bisllol 
withsimethiconeweredua~inthis~. F+@~Bismlwithartsimethicorsewas 
usdasa psitivecarrtrol. Waterwasus&asanqativeaxtml. 

ELxrazrM1 Desicm: 

TvDe of StMy : Gastric Lesion 

Rat- SprasueDawley Smcies: 



Saxce: Charles Rivers EPeedhqLaboratories (Raleigh) 

Initial Weiczht: 185-196 grams 

Averaqe Weiqhtof Rats on-: 314 graE 

TatalNumberofAnimLsUsed:60 

F?umber of Animals wr Gram: n-I.2 

Means of Animal Identification: Gqe card 

HCNSinq: 1ratpercqe. stainlesssteelwire-bottan~ cages with 
---tit-h. 

Site ad/or Lxation: B.EI'F 790 Lila- Roan A-109 

1) Fwto-Bisml L&mid Positive cbntrol 
-Form: Li4uid_ll_Tabl~-Ce-~l~-~-Sl~- 

TotdlmseofktiveperAniml: 34mbismthsubsaficvlate 
D26e Level of Active in EacfiThblet/Gpsule, etc..: 14.7 nu/ml 
Numker of Tablet/Gpules, etc.. per Animal: 2.31 mls 
Code or Lot Number/~iration Date: HH-O736-181 
SpEhalHardling~Rmn~ture 
ategary: Dmq/~~Ncx~Foal~B~th~ 

TatalWseofActiveprAnimal: 34mbismthsubsalic~late 
Dee Level of Activle in Eacf! T%ht/~e, etc..: 19.3 w/ml 
blunber of Tablet/@psules, etc.. per Animal: 1.76 mls 
code or Lut Ftumber/Dcphtian Date: m-0736-18D 
SpecialHandl~Eequirements: RoanlYe?demture 
Catesary: Dnq/Focd~Non-Fcal~lHh- 
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Pepto-BismlWitharhithaxtSimethicone- 

3)&&~Bisml LhuidwithSimthi~ne 
Dc6eFom.u: ~cndX~let__~e__Clet-~~-Slurry__ 

TWalDcseof Active per Animl: 34 ~~bismth subsaliwlate 
DcseLevelof Active inm&TWlet/Cq6ule, etc..: 18ms/ml 
Mmrber of Tablet/Capsules, etc.. per Ark&: 1.89 ml 
oodeorLaHumkr/~Fration~~: HH-O736-18G 
Specialm~RequFrenrents: RoanTanDerature 
CMqory: ~/Foodl(,NcPFoad/BothEoth__ 

4) SinHhimDilti W-ion-Dow- 
Dse Farm: LiquidXT%blet-Capsule- caPlet-~-Slurry__ 

mmDoseofActiveperAnh.l:4lMSirrrethiame 
DoseLwelof Active inEi&T%.blet/capsule, etc..: 2m/ml 
Number of l%blet/capsules, etc.. per Animal: 2 ml 
cde or Lat Nulnber/~htian Date: 
sipE?cialHardl*v: RoanTenlRemm 
tateyxy: Dnq/mai~ tJon-Food~ mth- 

5) DeionizedWater -Nesativeml 
DOSFOIlU: Licpid_)l_T%ht~Capsule~~let- pawder__Slw- 

Number of Tablet/capsules, etc.. per Animal: 2.31 mls 
SpecialHardling~: Floun-ture 
Category: Drug/Food__Noi?-Food/-Both- 

lkStFWX3XtHardliMReauFrercrents: Alltxeahnentswremdeupinacfvanceand 
storedatroanteqzeratum.Thetrea~ 
werem.ixd for ~tely30minuWsona 
Magmstkmixerpriortoarddur~ 
dC6irrJ. 

RmteofExmsure: Oralgavqe-SizeFr8sturachtuke(~Fe~) 

Tkst Methak: 

meratswere ra&anly allocat& into cqes upm arrival to the facility, fed Purina 
LabaratoryEWerk%al, ardgivendeionizedwater fora7-dayacclhtion~i~ 

?fierats~erewh@ed18-24 hours befaredashq, food-fti for 24 hcurs ti 
water-fast&for appxima~ly2haRxbefaredosing. 

imtr#53re/3 
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~+3&m~~~withoutSisnethicme- 
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mcfi rat was dosed with 1.6 m.ls of test material (5 ml/kg), foll& in ~~HELE ban- 
by 1.6 mls of 100% ethyl alakol (5 ml/kg). (~levelsbmebasedontheaverage 
ti~tofalloftheanimls.) ThedosesweregivenbyoralgavageusingsizeFr8 
nelaM~&tubes ardsyhrqes (3cc) with syringeadaptors. 

JustFociartograding,~~~~wasr~withtapwaterardslpeadonawhite 
3x3ca&toexpc6ethefullgastricmmsa. ?F stamhsweregradedusi3qtheZidas 
(zekqme~of measurin~lesionlength (mu) . Thesumof thelesionlengthsof 
eadlratrepnenttheMvidualratscores. 

Q-e rat scars wereus&farsWisticalanalysisardcanpariscPl( StLhHt’ST-ttkStard 

=I l 

Table I 
mrnaryofResallts 

s_tcpMchscore % Gastric 
Treatment Xnm/lemth PrutectionfrmElXX4 

Pepto-B+smxl w+ S+&@m m-0736-18D 15.6 s,w 85% 
F-qte-qte~; mth SlmetfucaneHH-o736-18G 26.2 s,w 74% 

32.7 S,W 68% 
watfzrccortrol 102.2 d,p,g 
SiXEthicakle 135.6 d,g,p 

d= significantly differmt frun Pepto-Bisnol/Six&himne HK-O736-18D ati 0.05. 
g= significantly different frm Pepto-Bisml/Si HH-0736~18G at-0.05. 
p= significantly different fran Pepto-Bisml ateO.05. 
s+ significantly different fmn Simthicone at-0.05. 
w=significantlydifferentfranwateraL4.05. 

&seeninTableI,theiMividualratsmres inAttachmentI, an3theANOVAdata 
analysisinAttacfrmentII,ratsgivenPepto-Bisllolliquidwitharrdwithartsimethi~~ 
detmmtmtedsignificantly lmerstDma&scmes (15.6-32.7 mm), a& greater gastric 
pmtedionagaind ethanol(68-85%) tkmratsgivensim&hicmeakmea&water 
(102.2-135.6 mu). 

arm#53re/4 
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DCXUSSION: 

Ratsgiven~Bisrrolwitharrlwithzlrts~~producedgastriclesionscares 
between 15.6and32.7xun. Fkpto-Bismlalonepruvided68%pmtectionagainstethanol 
EZ z=-p-* AlthoqhthePepto-Bismltxeatmentswith 

dimzt.ionallyhi~gastricpratectionthanPepto-Bhl 
alom (74-85% proWtim), thfxewerenosignificantsGdsticdldifferences between 
arqofthetreatmerrts. 

Althcqhthegastric lesionsamzs franratsgivensimethiaxewem dinctiomlly 
higkrthanthcsefmnratsgiventhewabr control, indi~tiqmaredamage (135.6~~. 
102.2 m), them we272 no significant statistical differeres kzetwem *graqx;* TheseresultsiMicatetbtsimethi~hasnogastricprotective effectsagainst 
ethanol-induoed gastricdamage. 

Resultsofthisratstudyindicatethatthebdditi~~lofs~thi03neto Pepto-B&ml 
will not adversely affecttheputectiveeffectsof hptc-Bismlonthegastric 
mxosa. 

IC J. watters,/ Study 'Iednician 
( 
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Attachmat -3XkTTt’Sm 
AttadmmtII- ANWA Data Analysis 
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antd53re/4 

_. 



Attachment I 

Pepto- 
Bismol 
_-__-_._- 

34.74 
51.85 

0.62 
10.90 

0.00 
8.67 

63.83 
2.20 

62.2s 
38.00 

106.70 

e__e----- -mm-e-e.- _____-_-- a-----..- -.-....-. 

mean 32.71 15.58 26.17 135.61 102.22 
std 33.19 13.01 31.54 59.38 60.64 

SC 10.01 3.z 9.11 17.14 17.51 
n 11 12 12 12 12 

T-Tests 
_._------ 

ctaptvs 
trap 2 
Crag 3 
Crap 4 
Crap 5 

CrbcpZvs 
brag 5 
trap 4 
Graq 5 

Graq 3 vs 
Crocq 4 
Crocp 5 

AMTRI 53 
Pepto/Simeth. 
HH-07% 180 
._-_---_- 

0.00 
1.58 
6.36 

12.12 
17.13 

9.48 
33.00 
0.00 

21.38 
21.7s 
39.97 
24.13 

Pepto-Bismol uith Simethicone 
Pepto/Simth. Sirth- Water 
HH-0736-18c icone tomrot 
- _ -. _ _ - _ - ---.____. __e._m.e. 

85.12 64.17 45.99 
36.57 1n.co 2W.80 

0.00 1cc.00 63.99 
35.52 W.61 107.70 

3-w 87.65 101.20 
1.28 223.40 57.03 
0.00 43.57 lS2.50 
0.00 * 147.10 0.90 
0.67 lCS.70 162.00 

82.07 224.00 151.60 
26.35 90.00 127.10 
Cl.71 lBc.90 46.01 

t value 
.-e-.-w.. 

1.603 
0.483 

-5.ltU 
-3.u7 

.T, -;.u,o 
-6.840 
-4.839 

-5.638 22 
-3.854 22 

22 
22 
22 

CrqCvs 
traq 5 1.363 22 



Attachment T: 

OrrE UAY ANALYSIS OF VARIANCE 

ANTRI 53 Pepto-gisml with Simethicone 

Pepto-Eiwl 
Pepto-Bismol with Simethicone HH-0736-180 
Pepto-Eisml with Simthicone HH-0736-l& 
Simethicine 
Water Control 

S W  Of SOLIARES O.F. MEAN SOUARE F RATIO 
~~~-_*~..~-~-~--- --e--.--m ._.e-m..- -.~~~.~-.~~.__~__ 

135080.50 4 33nO.1249 17.69 
1030S9.R 54 1908.513c 
2381L0.22 

Bertlet4r chi square test 1 
CmPARIsoNS (l=SIC, O=WW-SIC) 

_e__-_m.m-- 

CroqJ 1 vs troy, 2 
Crorq 1 vs Graq 3 
CiraplvsGraqC 
CroqJ 1 vs Crap s 

trap 2 vs Groq~ 3 
Craq2vsGrocqL 
Craq2vsGroqsS 

Crarp3vstroqJL 
Craq3vsGraqS 

GrapCvsGrcqS 

T VALUE 2.0050 

LSD 36.08 

Average 32.7: 
Std Oev 33.79 
n= 11 

0 
0 
1 
1 

0 
1 
1 

1 
1 

0 

2 
15.58 
13.01 

12 

1 16-34.21S6 
1 24.9824 
16On1.3442 
1 27731.3923 

1 673.8102 
1 86448.0067 
1 LS042.2733 

1 71857.5380 
1 34697.9267 

1 6689.4027 

D.F. TABLE 
- eem-e-ss --.-..- 
c SC p = sx 
1 SC p = sx 
fa SC p = 1x 
1 54 p = 1x 

3 4 5 
26.17 135.61 102.22 
31.s 59.38 60.64 

12 12 12 

0.88 
0.13 

31.84 
14.53 

0.35 
45.30 
23.60 

37.65 
18.18 

3.51 

F RATIO 
.-.. 
2.55 
4.02 
3.71 
7.15 


